where there is gross generalized joint hypermobility and variable skin hyperextensibility, but no skin splitting. The final group of patients form the ecchymotic type of the syndrome. They are few in number, but they are of paramount importance as it is probably these patients who die sudden deaths from ruptured peripheral arteries or dissected aortas (Beighton 1968 ). They may be recognized clinically by their numerous widespread, darkly pigmented scars in the presence of limited joint hypermobility and skin hyperextensibility.
The practical importance of the subdivisions of the Ehlers-Danlos syndrome lies in the wide but consistent variation in the morbidity and mortality in the various types of the syndrome. Dr M Feiwel: Dr Henry Haber considered that there was some overlap between cases of Ehlers-Danlos syndrome, elastoma perforans and Marfan's syndrome. I wonder whether Dr Beighton has come across this in his series ? Dr Beighton: The Ehlers-Danlos syndrome and Marfan's syndrome are related in that they are both genetically determined disorders of connective tissue, but clinically they are quite distinct. Two of the patients in my series had a 'marfanoid' stature but there was no further similarity. Meara (1958) demonstrated a patient with the Ehlers-Danlos syndrome and elastoma perforans, but apart from isolated case descriptions by Zambal (1958) and Korting (1966) there are no other reports of these two conditions occurring together, and it is possible, therefore, that they were chance associations.
Dr E J Moynahan: Dr Beighton's excellent study of Ehlers-Danlos syndrome clearly demonstrates the value of population genetic studies in inheritable disorders of the skin and it is only by such studies that a true picture of their clinical range and differentiation can be obtained. Some years ago in a discussion on Dr P R Montgomery's case ofEhlers-Danlos syndrome I suggested that such a study would be rewarding and would reveal clearly that there is more than one entity concerned in the syndrome; Dr Beighton has shown this to be true and through his work we shall now be able to identify those patients with a poor prognosis. Dr R S Wells: The family with X-linked Ehlers-Danlos syndrome are the first to have been described. History: Normal pregnancy and labour (40 weeks) followed by normal development and no illness until the eruption appeared on her left leg and later on the right arm when she was 9 months old. Lesions rapidly appeared on the other limbs and face. She had no response to local antibiotics. She was admitted to the Royal Alexandra Hospital for Sick Children, Brighton, on May 26, 1964 . Lesions continued to appear despite prednisone and she was transferred to the Hospital for Sick Children, Great Ormond Street, in June 1964.
On examination: All systems were normal except the skin where extensive lesions were present on the limbs and face. It was noticed that each lesion seemed to evolve in the following manner: first, a small vesicle appeared which increased in size and became very indurated. The central area tended to necrose and neighbouring lesions to coalesce so that the small lesions resembled those of orf and later, when several coalesced, the diagnosis of vaccinia gangrenosa was suggested. Larger lesions when fully developed resembled those of mycosis fungoides; many formed confluent plaques. Repeated viral studies (Dr J A Dudgeon) were negative and all the laboratory investigations were essentially normal except: ESR 58 mm in the first hour (Westergren), Hb 56%, WBC 39,000 (polys. 68 %, lymphos. 24 %, monos. 8 Y.). Totalyglobulin level was normal for a child of that age but the macroglobulin level was nearer that of an adult. No pathogenic organisms were recovered despite repeated cultures.
Histology: (1) A fresh lesion showed a dense inflammatory infiltrate of polymorphs, plasma cells and monocytes in the dermis, with numerous eosinophils.
(2) An older lesion showed that the stratum corneum was covered by fibrin and debris which tended to be heaped up. Clefts had appeared between the prickle cells and the basal layer of the epidermis, forming a vesicle and containing numerous inflammatory cellspolymorphs, lymphocytes and plasma cells, while the displaced basal layer and dermal papilli also contained eosinophils, in addition to the inflammatory exudate.
'A previous account ofthis patient was given by Moynahan (1965) Section ofDermatology Treatment and progress: On many occasions during the first month of her stay she was in extremis with recurrent bronchial pneumonia, swinging pyrexia, heart failure and very extensive skin lesions which waxed and waned continuously. She received many courses of different antibiotics and required blood on more than one occasion. She was given prednisone 20 mg or less per day and y-globulin at first 250 mg twice weekly; later this dose was increased to 400 mg.
This appeared to mark the turning point in her illness; from then she gradually improved and was sufficiently well to return home in early December 1964 but her respiratory infection led to her readmission.On this occasion she gradually improved and returned to her home in April 1965, when she was taking prednisone 2 mg, trimeprazine 5 mg daily and ampicillin (Penbritin) 25 mg tds. Occasional skin lesions appeared from time to time but these involuted rapidly. At no time was the scarring at all severe although after repeated episodes of plaque formation in the same area of skin there remains some permanent atrophy. The yglobulin dosage was continued as well as ampicillin for the summer of 1965 when both were stopped. She continued to remain very well and in March 1966 appeared to be quite fit, though she still developed sparse small skin lesions especially following upper respiratory tract infection.
Early in May of that year she developed bronchitis and tonsillitis. This necessitated her readmission to Great Ormond Street on May 13 1966 with cardiac failure which responded to digoxin. X-ray at that time revealed a mediastinal shadow the cause of which was not at first clear. Cardiac catherization was carried out, but four episodes of arrest prevented an angiography. However, it was felt that there was ample clinical evidence of coarctation of the aorta with pressure differences of 105 mmHg proximal and 40 mmHg distal to stenosis. Associated with this there was good evidence of pulmonary hypertension and an attempt was made to deal with this by resection.
Thoracotomy (Mr D J Waterston) revealed an enormous amount of cedema in the pleural and subpleural spaces around the aorta and aortic arch, with numerous, much enlarged glands in the mediastinum. Dissection of this was difficult because everything seemed to be involved in the 'thick sclerematous material'. No collateral circuit was identified. The left subclavial artery was free but the aorta was involved right down to the diaphragm. Thrill was felt in the aorta suggesting that the whole aorta was sclerosed.
Histology: Biopsy material was obtained from the tissues and glands and the relevant histological findings were: (1) Lung: numerous focal granulo-mata composed of histocytes, lymphocytes, polymorphs and eosinophils; giant cells were infrequent.
(2) Internal mammary artery: normal; no evidence of arteritis, but cedematous tissue around the artery showed pleural and extrapleural tissues to be cedematous with fibrous infiltrate, and plentiful polymorphs in interstitial tissue.
(3) Lymph node: severe reactive changes. (4) Muscle: normal histocytes.
Hypermacrogiobulinmmia still persisted.
She improved gradually and went home in August 1966. At this time it was thought that the skin and cardiovascular lesions were linked and in the absence of evidence of arteritis a tentative diagnosis of granulomatosis was made. She was followed up in both the skin and cardiac clinics throughout 1967 and seemed to be improving slowly and steadily, so much so that her parents thought she had never been better. However, at her last attendance, March 1968, in joint consultation with Dr R E Bonham-Carter, it was decided to readmit her because of the blood pressure differences (right arm 131/10, left arm 90/70), the difficulty in identifying the left carotid and the presence of an ejection thrill in the right carotid. No pulse could be felt in the lower limbs. The presence of the right carotid thrill arising higher probably means supravalvular ascending aortic stenosis with constriction of the left carotid artery and the left subclavian artery. This would seem to indicate retrograde progression of the process around the arch. There was marked left ventricular hypertrophy.
Comment
The precise nature of the disorder from which this child is suffering is not clear. No case like this has been reported previously in the literature and it seems reasonable to assume that the skin lesions and those found in association with the heart and great vessels as well as those in the lung must be associated. There was no evidence of giant cell arteritis, which is a common cause of the aortic arch syndrome, or of Takayasu's disease (pulseless disease) which was first reported in 1908 in young women who developed cataracts in association with cardiac disease.
It has been suggested the first case may have been that described by Adams of Dublin in 1827: a patient of 68 in whom no pulses could be felt in any artery of the body, who died after an attack of angina and who was found to have 'complete ossification of the coronary arteries of the heart and aortic vessels'. Takayasu's disease is much commoner in women than men but it is not seen before puberty. Occasionally it presents with ischiemia of head, neck and arms and an earlier symptom is transient blurring of vision; later cataracts and blindness supervene.
Takayasu's disease has been thought to be part of a generalized nonspecific arteritis, affecting the aorta and its main branches as well as the vessels in the lower limbs, resembling polyarteritis nodosa and giant cell arteritis in this respect. Koszewski & Hubbard (1957) reported a case in a 13-year-old negress who had an acute neutrophilic arteritis and thrombosis in which the adventitia was infiltrated by lymphocytes and plasma cells. Caldwell & Skipper (1961) recorded 5 cases of pulseless disease seen in Sheffield since 1948; all were adults, 3 of whom had nonspecific arteritis. One, a woman of 37, was found to have moderate coarctation of the aorta as well as scarring and constriction of the mouths of the vessels leading from the aortic arch. Histological examination of the aorta showed thickening of the intima with fibrinoid fibrous tissue, lack of muscles in the media and perivascular lymphocytic infiltration of the adventitia which was thickened. Similar lesions occurred in the main vessels and it is possible that the child reported here may have this or a closely similar pathology.
Aortic arch syndrome has been associated with polymyositis and splenomegaly by Miller et al. (1962) . LE cells were found in the blood. Their patient improved with steroid therapy, and surgical removal of the right subclavian thrombus relieved the claudication in that arm. She was thought to have systemic lupus erythematosus. Lessof (1958) reported good results with corticosteroid therapy in a patient with pulseless disease.
In view of the improvement with pooled yglobulin and the exacerbation of skin lesions in association with upper respiratory tract infections some disorder of immunity may be present, but further events will have to be awaited before a definitive diagnosis can be made.
